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1 Introduction

1.1 Trial information

This trial is 40-week randomised, open-label, active-controlled, parallel group, multicentre,
multinational, four-armed trial to evaluate efficacy and safety of semaglutide versus dulaglutide as
add-on to metformin in subjects with type 2 diabetes.

Primary objective

To compare the effect of once-weekly dosing of two dose levels of subcutaneous semaglutide (0.5
mg and 1.0 mg) versus once-weekly dosing of two dose levels of subcutaneous dulaglutide (0.75
mg and 1.5 mg) on glycaemic control in subjects with type 2 diabetes on a background treatment
with metformin.

Key secondary objective

To compare the effect of once-weekly dosing of two dose levels of subcutaneous semaglutide (0.5
mg and 1.0 mg) versus once-weekly dosing of two dose levels of subcutaneous dulaglutide (0.75
mg and 1.5 mg) in subjects with type 2 diabetes on a background treatment with metformin with
regards to body weight control, blood pressure, patient reported outcomes, and safety and
tolerability.

Trial design

Subjects with type 2 diabetes inadequately controlled with metformin alone will after approximately
2 weeks screening period be randomised in a 1:1:1:1 manner to receive either a dose of 0.5 mg or
1.0 mg of semaglutide once-weekly or 0.75 mg or 1.5 mg of dulaglutide once-weekly. After the
treatment period of approximately 40 weeks in total, all subjects enter a follow-up period of 5
weeks ended by a follow-up phone contact. Total trial duration for the individual subjects will be
approximately 47 weeks. A planned total number of 1196 subjects will be randomised. For further
details, see protocol for trial NN9535-4216.

1.2 Scope of the statistical analysis plan

This statistical analysis plan (SAP) is based on the protocol for trial NN9535-4216 “Efficacy and
safety of semaglutide versus dulaglutide as add-on to metformin in subjects with type 2 diabetes”,
version 2.0 (4 November 2016), and includes more detailed procedures for executing the statistical
analyses of the primary and secondary endpoints. Additional analyses have been added in this SAP
as compared to the protocol. All changes to the statistical analyses planned in the protocol and
added secondary analyses are documented in Section 3 of this SAP.

Novo Nordisk will be responsible for the statistical analyses and reporting. Data from all sites will
be analysed and reported together.
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2  Statistical considerations

2.1 General considerations

No interim analyses or other analyses of unmasked or between group data will be performed before
the database is locked. If necessary, a statistical analysis plan (SAP) may be written in addition to
the protocol, including a more technical and detailed elaboration of the statistical analyses. The SAP
will be finalised before database lock.

Data from all trial sites will be analysed and reported together. If an assessment has been made both
at screening and randomisation, and if not otherwise specified, the value from the randomisation
visit will be used as the baseline value. If an assessment is missing at randomisation, but available
at screening, then the screening value will be used as the baseline value.

Laboratory values below the lower limit of quantification (LLOQ) will be set to »2L.LOQ.

Results from a statistical analysis will be presented by the estimated treatment contrasts at week 40
with associated two-sided 95% confidence intervals and p-values corresponding to two-sided tests
of no difference if not otherwise specified.

The two principal comparisons presented from a statistical analysis are
e s.c. semaglutide 0.5 mg versus dulaglutide 0.75 mg
e s.c. semaglutide 1.0 mg versus dulaglutide 1.5 mg

2.2 Primary estimand

The primary objective of the trial is to compare the effect of once-weekly dosing of two dose levels
of s.c. semaglutide (0.5 mg and 1.0 mg) versus once-weekly dosing of each of the two dose levels
of s.c. dulaglutide (0.75 mg and 1.5 mg) on glycaemic control in subjects with T2D on a
background treatment with metformin.

The primary estimand will be:

e de-jure treatment difference at week 40 for all randomised subjects if all subjects adhered to
treatment and did not initiate antidiabetic rescue medication

This estimand assesses the glycaemic benefit a future subject is expected to achieve if he/she
initiates and continue treatment with s.c. semaglutide as compared to dulaglutide. It is considered a
clinically relevant estimand as it provides information to treating clinicians about the expected
glycaemic efficacy of s.c. semaglutide for purposes of treating individual subjects with T2D.
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23 Missing data considerations

Since both semaglutide and dulaglutide are GLP-1 RA, it is reasonable to assume that missing data
in both arms will be similar in timing, extent and reason. Based on the phase 2 semaglutide dose
finding trial (NN9535-1821) and the slower dose escalation implemented in this trial, the rate of
discontinuing treatment prematurely or initiating rescue medication on top of trial product is
expected to be maximum 25% and similar across treatment arms after 40 weeks of treatment.

Since efficacy for both semaglutide and dulaglutide have been shown, missing data due to
ineffective therapy is not anticipated to be a notable issue. However, some missing data due to AEs
is expected in both treatment arms because of gastrointestinal related AEs leading to premature
treatment discontinuation primarily during initiation and dose escalation.

Descriptive summaries and graphical representation of extent, reason(s) for and pattern of missing
data will be presented by treatment arm.

2.4 Sample size calculation

The primary endpoint is change from baseline in HbA | after 40 weeks of treatment. For HbA,.,
both non-inferiority and subsequently superiority are planned to be tested at each dose level
(semaglutide 0.5 mg versus dulaglutide 0.75 mg and semaglutide 1.0 mg versus dulaglutide 1.5
mg). The confirmatory secondary endpoint is change from baseline in body weight after 40 weeks
of treatment. For body weight, superiority is planned to be tested at each dose level.

The sample size calculation is based on jointly meeting four out of the six pre-specified
confirmatory hypotheses shown in Figure 1. The closed testing procedure described in Bretz et al'
is used to control the overall type-1 error at a two-sided 5% level. The four hypotheses are:

e HbA/. non-inferiority of semaglutide 0.5 mg versus dulaglutide 0.75 mg (margin ot 0.4%)
e Body weight superiority of semaglutide 0.5 mg versus dulaglutide 0.75 mg

e HbA,. non-inferiority of semaglutide 1.0 mg versus dulaglutide 1.5 mg (margin of 0.4%)
e Body weight superiority of semaglutide 1.0 mg versus dulaglutide 1.5 mg

The sample size is calculated using the calcPower function in the R package, gMCP"! using 10000
simulations. All of the six pre-specified confirmatory hypotheses are assumed to be independent.
Since positive correlations are expected, the assumption of independence is viewed as conservative.

Furthermore, the sample size calculation is based on the following assumptions:

Based on the phase 2 s.c. semaglutide dose-finding trial (NN9535-1821), the standard deviation for
HbA|. is assumed to be 1.1% and the standard deviation for body weight is assumed to be 4 kg.
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The assumed treatment difference in HbA,. of semaglutide relative to dulaglutide at week 40 within
both dose levels is zero. The assumed treatment difference in body weight of semaglutide relative to
dulaglutide at week 40 within both dose levels is 1.5 kg. A 50% smaller effect on body weight is
assumed in the 25% of subjects expected to discontinue treatment prematurely or initiate rescue
medication on top of trial product. This leads to an adjusted treatment effect of 1.35 kg for body
weight, which is the value used in the sample size calculation. Based on oral semaglutide phase 2
results (NN9924-3790), the 50% efficacy retention is viewed as conservative in light of the primary
analysis but less so for the in-trial sensitivity analyses that uses all data collected during the trial.

With the above assumptions, allocating 299 subjects to each of the semaglutide and dulaglutide
arms yields 90% power to confirm HbA . non-inferiority and body weight superiority between
semaglutide and dulaglutide at both dose levels.

Calculated powers for selected individual hypotheses are presented in Table 1. In total 4x299 =
1196 subjects are planned to be randomised.

Table 1 Calculated powers for individual hypotheses

Statistical test HbA . non-inferiority Body weight superiority HbA . superiority
(margin=0.4%)

Treatment dose level High Low High Low High Low

Power (%) 99 99 95 95 12 12
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Low dose High dose
Semaglutide 0.5mg Semaglutide 1.0mg
VS, vs.
Dulaglutide 0.75mg Dulaglutide 1.5mg

HbA1lc (%) HbA1lc (%)
Non-inferifrity Non-inferiority

Qipeal = 'z‘ﬂ QApeal = Ea

Body weight (kg) Body weight (kg)
Superiority Superioritv
Qpgeqr = 0 Aocar = 0

HbA1cC (%) HbA1c (%)
Superiority Superiority
@iocar = 0 @locat = 0

Figure 1 Graphical illustration of the closed testing procedure

The Type-I error for the six pre-specified confirmatory hypotheses will be controlled in the strong
sense using the closed testing procedure in Figure 1. The initial allocation of the overall significance
level of a=0.05 (two-sided) is split equally between non-inferiority at the two dose levels. The local
significance level (alocal) will be reallocated if a hypothesis is confirmed according to the weight
given by directed edge between nodes (the hypotheses).

2.5 Definition of analysis sets

The following analysis sets will be defined:

Full analysis set (FAS): includes all randomised subjects exposed to at least one dose of trial
product. Subjects in the FAS will contribute to the evaluation “as randomised”.

Safety analysis set (SAS): includes all randomised subjects exposed to at least one dose of trial
product. Subjects in the SAS will contribute to the evaluation “as treated”.

Per protocol (PP) analysis set: includes all subjects in the FAS who fulfil the following criteria:

e Have not violated any inclusion criteria
e Have not fulfilled any exclusion criteria
e Have a non-missing HbA . measurement at screening and/or randomisation
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e [son trial product at week 28 and have at least one non-missing HbA |, measurement at or
after week 28

Subjects in the PP analysis set will contribute to the analysis “as treated”.

Before data are locked for statistical analysis, a review of all data will take place. Any decision to
exclude either a subject or single observations from the statistical analysis is the joint responsibility
of the members of the Novo Nordisk study group.

Exclusion of data from analyses will be used restrictively and normally no data should be excluded
from the FAS. The subjects or observations to be excluded, and the reasons for their exclusion will
be documented and signed by those responsible before database lock. The subjects and observations
excluded from analysis sets, and the reason for this, will be described in the clinical trial report.

2.6 Data selections and observations periods

Unless subjects withdraw their informed consent, data collection will continue for the full duration
of the trial, which is until the follow-up phone contact (P10).

The data to be used in all analyses will be selected in two steps.

Step 1: The subjects and treatment principle (as treated or as randomised) to be used in the analysis
will be selected based on the specified analysis set.

Step 2: Data points for subjects used in the analysis set will be selected according to whether or not
the data points belongs to the specified observation period (In-trial, on-treatment or on-treatment
without rescue as defined below). Information collected with onset date outside the observation
period will be treated as missing and therefore excluded from the corresponding analysis. For
adjudicated events, onset date will be the EAC adjudicated onset date.

e [n-trial: The in-trial observation period includes observations recorded at or after
randomisation (as registered in IWRS) and not after the last subject-investigator contact,
which is scheduled to take place 5 weeks after planned last dose of trial product at a follow-
up phone contact (P10). For subjects who withdraw their informed consent, the in-trial
observation period ends at their date of withdrawal. In the case a subject dies during the
trial, the date of death will be the end-date of the in-trial observation period. If a subject is
lost to follow-up, the end of his/her in-trial period is defined as the date of the last subject-
investigator contact (site or phone visit). Analysis based on this observation period includes
data regardless of treatment exposure and/or usage of non-investigational antidiabetic
medications. Since non-investigational antidiabetic medications can mask or exaggerate
both the efficacy and safety effects, this observation period will be in line with the primary
estimand and is considered supportive for both efficacy and safety evaluations.
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e On-treatment: This observation period represents the time period where subjects are
considered treated with trial product. The observation period is a subset of the in-trial
observation period and two slightly different data handling rules will be needed to cover all
assessments appropriately. For adjudicated events, ECGs and AEs including hypoglycaemic
episodes, this observation period will represent information collected while subjects are
considered exposed to trial product. This corresponds to information collected up until the
follow-up phone contact, which is scheduled to take place 5 weeks after premature treatment
discontinuation to reflect five half-lives of s.c. semaglutide including a visit window of +7
days. For the remaining safety and efficacy assessments that are collected up until and not
after the end of treatment visit, the follow-up period will not be included in the on-treatment
observation period. In line with the primary estimand, the on-treatment observation period
will be the primary observation period used in safety evaluations.

o On-treatment without rescue: This observation period is a subset of the on-treatment
observation period, where subjects do not receive any non-investigational antidiabetic
medication (rescue medication). Specifically it includes observations recorded at or after
date of first dose of trial product and not after the first occurrence of the following:

o The last dose of trial product plus the dosing interval

o Initiation of rescue medication
For subjects who have no post-baseline scheduled assessments available in the on-treatment without
rescue period, the baseline value will be carried forward to the first scheduled visit for the
associated endpoint to ensure that all randomised subjects will contribute to the statistical analysis.
In line with the primary estimand, the on-treatment without rescue observation period will be the
primary observation period used in efficacy evaluations.

2.7 Primary endpoint

The primary analysis used to estimate the primary estimand will be based on FAS using data from
the on-treatment without rescue observation period in a Mixed Model for Repeated Measures
(MMRM). A restricted maximum likelihood (REML) will be used. The model will include all post
baseline HbA . measurements collected at scheduled visits up to and including week 40 data as
dependent variables. The independent effects included in the model will be treatment and country as
fixed effects and baseline response as covariate, all nested within visit. An unstructured covariance
matrix will be employed for measurements within the same subject, assuming that measurements
across subjects are independent. From this model, the two by dose level estimated treatment
differences between s.c. semaglutide versus dulaglutide at week 40 will be presented together with
associated two-sided 95% confidence intervals and unadjusted two sided p-values for testing non-
inferiority and superiority.

The MMRM is a well-established method that accounts for the uncertainty pertaining to missing
data. This analysis assumes that the missing data mechanism is missing at random (MAR). Thus,
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for a subject who has missing data, MAR assumes a value for the endpoint based on observed data
of subjects whose baseline explanatory variables and response up to withdrawal are similar to that
of the discontinued subject. Since there is no historical evidence suggesting that subjects
discontinuing semaglutide prematurely have better outcome on average than those who remain on
treatment, the primary analysis is not expected to bias the estimated HbA . treatment effect for the
primary estimand in favour of semaglutide to any important degree. This is based on the s.c.
semaglutide phase 2 (NN9535-1821) results and further supported by data from liraglutide clinical
trials.

For an overview of statistical analyses to be performed for the primary endpoint HbA |, see Table 2.

Table 2 Summary of statistical analyses of primary endpoint (HbA,)
Population Period Statistical model | Imputation” Hypothesis to be
tested
Primary analyses
FAS On-treatment MMRM? Baseline values Non-inferiority
without rescue will be carried
medication forward to week 4
for subjects with
all post-baseline
values missing.
FAS On-treatment MMRM?” Baseline values Superiority
without rescue will be carried
medication forward to week 4
for subjects with
all post-baseline
values missing.
Sensitivity analyses
PP On-treatment MMRM Baseline values Non-inferiority
without rescue will be carried
medication forward to week 4
for subjects with
all post-baseline
values missing.
Complete cases On-treatment ANCOVA?Y Not applicable Non-inferiority
without rescue
medication
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FAS On-treatment ANCOVAY Last observation | Superiority
without rescue carried forward
medication for subjects with
missing value at
week 40
FAS On-treatment Tipping point Multiple Non-inferiority
without rescue analysis using an | imputation
medication ANCOVA model
FAS On-treatment Tipping point Multiple Superiority
without rescue analysis using an | imputation
medication ANCOVA model
FAS In-trial Retrieved dropout | Multiple Superiority
analysis, using an | imputation

ANCOVA
model”

! If a subject is missing baseline assessment, then the screening assessment will be used as the baseline assessment. If
no measurement(s) have been obtained, at or prior to randomisation, the baseline value will be left missing.

2 MMRM model will be used to estimate the efficacy (de-jure) estimand

%) Retrieved dropout analysis, using an ANCOVA model, will be used to estimate the effectiveness (de-facto) estimand
# Baseline and week 40 measurements will be used in the analysis

2.8 Hypotheses tested for the primary endpoint

For HbA |, the following two confirmatory hypotheses are planned to be tested at each dose level
comparing; (i) semaglutide 0.5 mg versus dulaglutide 0.75 mg and (ii) semaglutide 1.0 mg versus
dulaglutide 1.5 mg with mean treatment difference defined as p=(semaglutide minus dulaglutide):

e Non-inferiority using a non-inferiority margin of 0.4

— Ho: ©>=0.4% against H,: p <0.4%

e Superiority

— Ho: ©>=0.0% against H,: 1<0.0%

Operationally, the hypotheses will be assessed using two-sided p-values.

2.9 Multiplicity and criteria for confirming hypotheses

The Type-I error for testing the six confirmatory hypotheses related to HbA . and body weight

endpoints will be preserved in the strong sense at 5% (two-sided) using the weighted Bonferroni-
based closed testing procedure described in Bretz et al''l and outlined in Figure 1. First the 2 non-
inferiority hypotheses at each dose level will be tested each at its initial allocated local significance
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level of 0.025%. If a non-inferiority hypothesis is confirmed, the local significance level will be
reallocated according to the edge going out of the confirmed hypothesis as specified in Figure 1.
Each of the following hypotheses will be tested at their local significance level (a- local). This
process will be repeated until no further hypothesis can be confirmed.

Non-inferiority and/or superiority will be considered confirmed if the mean treatment difference is
supporting the corresponding hypothesis and the two-sided p-value is strictly below its local two-
sided significance level as defined by the closed testing procedure in Figure 1. This is equivalent to
using a one-sided p-value and a one-sided 2.5% overall significance level in the closed testing
procedure.

2.10  Sensitivity analyses

The aim of the below pre-specified sensitivity analyses is to explore the impact of departures from
the missing data assumption made in the primary analysis of HbA,. and the confirmatory secondary
analysis of body weight (see section 2.11.1). This is consistent with European Medicines Agency
(EMA) recommendations ! and with a report from the US National Research Council *!. Since
conservatism (i.e. avoiding bias in favour of semaglutide) depends on the context, the sensitivity
analyses are targeted to whether non-inferiority or superiority is being tested.

2.10.1 Tipping point analyses

The tipping point analyses explore the validity of the conclusions in the trial, where missing data
will be handled using multiple imputation assuming that missing data is missing at random (MAR).

Tipping-point analysis (pattern mixture model based) is based on the FAS using the ’on-treatment
without rescue medication’ observation period. In this analysis, subjects from the semaglutide group
with missing observations will be given a penalty, i.e., it is assumed that subjects with missing
observations who are randomised to semaglutide will receive a treatment that is less benetficial than
subjects with observed values who are randomised to semaglutide. The idea is to gradually increase
the penalty to evaluate at which level the conclusion of the analyses in terms of statistical
significance is changed. It can be used to evaluate the robustness of statistical significance when the
extent of missing data is reasonable "',

Intermittent missing values, within the given observation period, are imputed using a Markov Chain
Monte Carlo (MCMC) method, in order to obtain a monotone missing data pattern. This imputation
is done for each of the four treatment groups separately, defined by randomised treatment, and 500
datasets will be generated. These 500 datasets have a monotone missing data pattern and will be
used as data foundation for imputation of remaining monotone missing values.

For each of the 500 datasets (MCMC imputed), a sequential conditional regression approach for
imputing monotone missing values at planned visits will be implemented starting with the first visit
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after baseline and sequentially continuing to the last planned visit at week 40. An ANCOV A model
used to impute missing values at each planned visit will be fitted for each of the four treatment
groups using observed data. The model will include baseline and post-baseline values observed
prior to the visit in question as covariates. The estimated parameters, and their variances, from this
model are used to impute missing values for subjects in each treatment groups.

For each of the complete 500 datasets, penalty values are added stepwise to the imputed change
from baseline at week 40, followed by performing an ANCOVA. The addition of the penalty values
and subsequent analysis steps should be repeated with increasing penalty values until a significant
result in the corresponding superiority and non-inferiority analyses are no longer significant. The
tipping point will occur at the penalty level, at which the magnitude of efficacy reduction in
subjects with missing data creates a shift in the treatment effect of semaglutide from being
statistically significantly better than dulaglutide to being non-statistically significantly better for the
superiority test and similarly for the non-inferiority test. There will be one tipping point per dose
level (Sema 0.5 mg vs. Dula 0.75 mg and Sema 1.0 mg vs. Dula 1.5 mg) and hypotheses test
(superiority/ non-inferiority), e.g. four estimates in total.

For more technical details, see SPS!), where also the seeds used when data is generated, can be
found.

2.10.2 Sensitivity analyses addressing non-inferiority

In support of non-inferiority testing, the below two sensitivity analyses will be performed. These
sensitivity analyses only include a subset of all randomised subjects so the integrity of
randomisation may not be maintained. Therefore, while the below two analyses generally are
conservative for testing non-inferiority, the inherent risk for bias in any direction cannot be
excluded.

e PP analysis — the statistical analysis will be the same as the primary MMRM based analysis
but it will be based on the PP analysis set and the on-treatment without rescue observation
period.

o Complete case analysis — includes subjects in the FAS who do not have their endpoint
imputed in the primary analysis. The change from baseline in HbA . at week 40 will be
analysed by a linear normal model (analysis of covariance (ANCOVA)) with treatment and
country as fixed effects and baseline HbA, as a covariate.

2.10.3 Other sensitivity analyses

The following secondary estimand will be defined:

e de-facto treatment difference at week 40 for all randomised subjects
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This estimand assesses the average effect in a future population that results from treatment with s.c.
semaglutide plus antidiabetic rescue medication(s) as compared to treatment with dulaglutide plus
antidiabetic rescue medication(s). Interpretation of this estimand depends on whether the use of
antidiabetic rescue medication and treatment adherence in this trial reflects clinical practice. The
defacto estimand will be estimated from the below analysis:

e Retrieved dropout analysis — This in-trial treatment policy analysis will be based on the FAS
using the in-trial observation period. Missing data will be imputed within the same group
defined, not only by the randomised treatment (semaglutide/ dulaglutide), but also by the
status of treatment completion (still on randomised treatment at week 40 yes/no) (8 groups
in total). It is hereby assumed that the likely values of what the missing data would have
been if available are best described by information from subjects who at week 40 are similar
in terms of randomised treatment and treatment completion status. For each group missing
values will be imputed using a MCMC method, as described in section 2.10.1. For each of
the 500 datasets, an ANCOVA is applied to data from baseline to end-of-treatment, week
40. The model use treatment and country as factors and baseline value as covariate. The
estimates and standard deviations for the 500 data sets are pooled to one estimate and
associated standard deviation using Rubin’s rule[7]. From these pooled estimates the
confidence interval for the treatment differences and the associated p-value are calculated.

The last sensitivity analysis will be:

e Last observation carried forward (LOCF) analysis — This analysis will be based on the FAS
using the on-treatment without rescue observation period with missing data imputed by
LOCEF. Based on the complete data set, the change from baseline in HbA . at week 40 will
be analysed by a linear normal model (ANCOV A) with treatment and country as fixed
effects and baseline HbA,. as a covariate.

2.104 Assessment of sensitivity analyses

The results from the sensitivity analysis will be collectively used to interpret the confirmatory trial
conclusions on HbA . and body weight, and in particular evaluate the impact of the MAR
assumptions. No absolute criteria will be defined as to when a sensitivity analysis can be defined to
have confirmed the robustness of the conclusions. Due to the large number of the sensitivity
analyses and their inherent conservative nature, it is not considered a requirement that all
confirmatory hypotheses are confirmed across all the sensitivity analyses. The results of the
sensitivity analysis will be discussed in the clinical trial report with the aim to use the sensitivity
results in totality to evaluate the credibility of the confirmatory trial conclusions.
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2.11  Secondary endpoints

2.11.1 Confirmatory secondary endpoint

The confirmatory secondary endpoint is change from baseline to week 40 in body weight (kg). This
endpoint will be analysed in the same type of model as the primary endpoint, except with baseline
body weight as a covariate instead of baseline HbA .. From this model the two by dose level
estimated treatment differences between semaglutide versus dulaglutide will be presented at week
40 together with associated two-sided 95% confidence intervals and unadjusted two sided p-values.
The same sensitivity analyses as pre-specified for testing superiority for the primary HbA
endpoint will also be performed to evaluate the robustness of the body weight superiority
conclusions.

For an overview of statistical analyses to be performed for the confirmatory secondary endpoint,
body weight, see Table 3.

Table 3 Summary of sensitivity analyses of body weight
Population Period Imputation Statistical model
FAS On-treatment without Last observation ANCOVA "
rescue medication carried forward for
subjects with missing
value at week 40
FAS On-treatment without Multiple imputation Tipping point analysis
rescue medication
FAS In-trial Multiple imputation Retrieved dropout
analysis, using an
ANCOVA model

! Baseline and week 40 measurements will be used in the analysis

2.11.2 Confirmatory secondary hypothesis

For body weight, the following confirmatory hypothesis will be tested at each dose level
comparing; (i) semaglutide 0.5 mg versus dulaglutide 0.75 mg and (ii) semaglutide 1.0 mg versus
dulaglutide 1.5 mg with mean treatment difference defined as p=(semaglutide minus dulaglutide):

e Superiority
o Hp: p>=0.0% against H,: p <0.0%

Superiority will be considered confirmed if the corresponding two-sided p-value is strictly below
its local two-sided signitficance level as defined by the closed testing procedure in Figure 1.
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2.12  Supportive secondary endpoints

2.12.1 Efficacy endpoints

The supportive secondary efficacy endpoints will be presented based on FAS using the on-treatment
without rescue observation period as the key observation period with the in-trial observation period
being supportive.

Endpoints include change from baseline to week 40 in:
Relative change in body weight (%)
o FPG*
e SMPG, 7-point profile:
o Mean 7-point profile, defined as the area under the profile, calculated using the
trapezoidal method, divided by the measurement time
o Mean post prandial increment (over all meals)
e Fasting blood lipids (total cholesterol, LDL cholesterol, HDL cholesterol, triglycerides)
e BMI and waist circumference

e Systolic and diastolic blood pressure*

e Patient reported outcomes
o SF-36v2™
o DTSQ*

The above continuous endpoints will be analysed separately using a similar model as for the
primary endpoint but with the associated baseline value as a covariate. Fasting blood lipids profile
endpoints will be log-transformed prior to analysis including also the relevant log-transformed
baseline value used as a covariate.

Subjects who after 40 weeks treatment achieve (yes/no)

e HbA|. <7.0% (53 mmol/mol) ADA target

e HbA. <6.5% (48 mmol/mol) AACE target*

e Weight loss >5%

e Weight loss >10%

e HbA. <7.0% (53 mmol/mol) without severe or BG confirmed symptomatic hypoglycaemia
episodes and no weight gain

e HbA,. reduction >1%

e Weight loss >3%

e HbA,. reduction >1% and weight loss >3%

The above eight binary endpoints will be analysed using a logistic regression model with treatment
and region as fixed effects and baseline response as covariate (i.e. baseline HbA | for binary HbA .
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endpoints, baseline weight for weight endpoints and both baseline HbA . and baseline weight for
the binary endpoint that combines both parameters). To account for missing data, the analysis will
be made using a sequential multiple imputation approach as described below:

e Multiple imputed data sets (500) will be created in which missing values for the underlying
continuous assessments are imputed by treatment group assuming MAR and as described in
section 2.7.

e The binary endpoint will be created for each of the 500 complete data sets

e [Each of the created complete data set will be analysed with the logistic model and inference
will be drawn using Rubin’s rule .

PRO outcomes
The PRO outcomes endpoints that will be analysed at week 40 are:

e PRO questionnaire outcome DTSQs (individual items and treatment satisfaction score (6 of
the 8 items summed)), and
e PRO questionnaire outcome SF-36v2™

The above continuous endpoints will be analysed separately using a similar model as for the
primary endpoint but with the associated baseline value as a covariate.

7-point profile (SMPG)

Subjects will be asked to perform SMPG measurements before and 90 minutes after breakfast,
lunch, dinner, respectively, and at bedtime.

The endpoints from the 7-point profiles that will be analysed at week 40 are:

e Mean of the 7-point profile, defined as the area under the profile, calculated using the
trapezoidal method, divided by the measurement time
e Mean increment over all meals

The mean of the 7-point profile and the mean of the post prandial increments at week 40 will be
analysed separately using a similar model as for the primary endpoint but with the associated
baseline value as a covariate.

2.12.2 Safety endpoints

All safety endpoints will be evaluated based on SAS and the on-treatment observation period as the
primary observation period with the in-trial observation period being supportive if not otherwise
specified.
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The following endpoints are used to support the safety objectives:

e Number of TEAEs

e Number of treatment emergent severe or BG confirmed symptomatic hypoglycaemia
episodes

e Treatment emergent severe or BG confirmed symptomatic hypoglycaemia (yes/no)

Change from baseline to week 40 in:

e Lipase
e Amylase
e Pulse

The above continuous endpoints will be analysed separately using a similar model as for the
primary endpoint but with the associated baseline value as covariate. Lipase and amylase endpoints
will be log-transformed prior to analysis including also the relevant log-transformed baseline value
as covariate.

The following laboratory assessments will be summarised descriptively:
e Haematology
e Biochemistry
e Calcitonin

The following categorical safety evaluations will be summarised descriptively:
e ECQG category
e Physical examination

Calcitonin

In addition to the continuous summaries, calcitonin will be displayed in terms of the number of
subjects (N), the percentage of subjects (%) and the event rate per 100 years of exposure (R). The
below criteria are defined for categorical tabulations. Summaries will be presented for all subjects
and by gender.

e Persistent (all post baseline measurements)

e From <upper normal limit (UNL) to persistently > UNL
e From <UNL to persistently >1.5 UNL

e From <UNL to persistently >20 ng/L

e From <UNL to persistently >50 ng/L

e From <20 ng/L to persistently >20 ng/L

e From <50 ng/L to persistently >50 ng/L
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2.12.3 Adverse Events

All AEs will be coded using the most recent version of the Medical Dictionary for Regulatory
Activities (MedDRA) coding.

A TEAE is defined as an AE with onset in the on-treatment period (see definition of observation
period in section 2.6).

TEAEs will be summarised in terms of the number of subjects with at least one event (N), the
percentage of subjects with at least one event (%), the number of events (E) and the event rate per
100 patient years of observation time (R) for the on-treatment observation period. Supportive
summaries of AEs will be made for the in-trial observation period.

Classification of Hypoglycaemia:

Hypoglycaemic episodes will be summarised for the SAS and the on-treatment observation period.
No supportive summaries will be made based on the in-trial observation period and episodes with
onset date after the on-treatment observation period will be reported in listings only.

Treatment emergent: hypoglycaemic episodes will be defined as treatment emergent if the onset is
in the on-treatment period (see definition of observation period in section 2.6)

Nocturnal hypoglycaemic episodes: are episodes occurring between 00:01 and 05.59 both inclusive.

Hypoglycaemic episodes are classified according to the Novo Nordisk classification of
hypoglycaemia (see Figure 2) and the ADA classification of hypoglycaemia (see Figure 3).

Novo Nordisk classification of hypoglycaemia

In normal physiology, symptoms of hypoglycaemia occur below a plasma glucose level of 3.1
mmol/L (56 mg/dL) "*!. Therefore, Novo Nordisk has included hypoglycaemia with plasma glucose
levels below this cut-off point in the definition of BG confirmed hypoglycaemia.

Novo Nordisk uses the following classification (see Figure 2) in addition to the ADA classification:

e Severe or BG confirmed symptomatic hypoglycaemia: An episode that is severe according
to the ADA classification'”! or BG confirmed by a plasma glucose value <3.1 mmol/L (56
mg/dL) with symptoms consistent with hypoglycaemia.
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ADA classification'” of hypoglycaemia
e Severe hypoglycaemia: An episode requiring assistance of another person to actively
administer carbohydrate, glucagon, or take other corrective actions. Plasma glucose
concentrations may not be available during an event, but neurological recovery following
the return of plasma glucose to normal is considered sufficient evidence that the event was
induced by a low plasma glucose concentration.
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e Asymptomatic hypoglycaemia: An episode not accompanied by typical symptoms of
hypoglycaemia, but with a measured plasma glucose concentration < 3.9 mmol/L (70

mg/dL).

e Documented symptomatic hypoglycaemia: An episode during which typical symptoms of
hypoglycaemia are accompanied by a measured plasma glucose concentration < 3.9 mmol/L

(70 mg/dL).

e Pseudo-hypoglycaemia: An episode during which the person with diabetes reports any of the
typical symptoms of hypoglycaemia with a measured plasma glucose concentration > 3.9
mmol/L (70 mg/dL) but approaching that level.

e Probable symptomatic hypoglycaemia: An episode during which symptoms of
hypoglycaemia are not accompanied by a plasma glucose determination but that was
presumably caused by a plasma glucose concentration < 3.9 mmol/L (70 mg/dL).
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Figure 3 ADA classification of hypoglycaemia

Data on treatment emergent hypoglycaemic episodes are presented in terms of the number of
subjects with at least one episode, the percentage of subjects with at least one episode (%), the total
number of episodes and the episode rate per 100 years of exposure. Summaries of treatment
emergent hypoglycaemic episodes will be presented as an overview including all episodes and
episodes by severity.

Number of severe or BG confirmed symptomatic hypoglycaemic episodes

The number of treatment emergent severe or BG confirmed symptomatic hypoglycaemic episodes
will be analysed using a negative binomial regression model with a log-link function and the
logarithm of the time period covered by the subject’s on-treatment observation period as offset. The
model will include factors for treatment and region as fixed factors and baseline HbA | as covariate.

Severe or BG confirmed symptomatic hypoglycaemic episodes (yes/no)

The binary endpoint indicating whether a subject has at least one treatment emergent severe or BG
confirmed symptomatic hypoglycaemic episodes will be analysed using a logistic regression model
with treatment and region as fixed factors and baseline HbA . as covariate.
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2.13  Health economics and/or patient reported outcomes

The PRO questionnaires, SF-36v2™ and DTSQs, derived endpoints for overall scores and domains
will be analysed separately using a similar model as for the primary endpoint but with the
associated baseline value as covariate.
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3 Changes to the statistical analyses planned in the protocol

The main analyses were described in the protocol for trial NN9535-4216. More detailed
descriptions of endpoints and analyses are provided in this SAP. Only key changes and major
additions to the protocol are described below.

Changes from protocol NN9535-4216:

e ‘and considered supportive of efficacy evaluations’ has been deleted in section 2.6 “Data
selections and observations periods”. No efficacy evaluation will be done in the ‘On-
treatment’ observation period.

o To get an overview of statistical analyses to be performed for the primary (HbAlc) and
confirmatory secondary (body weight) endpoints, table 2 and table 3 have been added in
respective section, 2.7 and 2.11.

e Pattern-mixture model using multiple imputation addressing both non-inferiority and

superiority has been deleted. A pattern-mixture model using multiple imputation a ‘Tipping

point analysis’ will be performed instead of the comparator-based analysis described in
protocol. See section 2.10.1.

e To evaluate the robustness of the primary analyses, a ’Retrieved dropout analysis’, described
in section 2.10.3, will be performed instead of the ‘In-trial analysis’, which was stated in the

protocol.

e Relative change from baseline in body weight has been added in section 2.12.1.

e Number of multiple imputed data sets has been changed from 100 to 500, see section 2.12.1.

e “(nominal alpha=0.05)" in section 2.4, 2.7, 2.9 and 2.11.2 has been deleted to avoid
confusion. The overall significance level is a=0.05 (two-sided).
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